
396 
20!^203 



El m n /r 

JAPAN PATENT OFFICE 



This is to certify that the annexed is a true copy of the following applicatipn as filed 
with this Office 



Date of Application: 

tfcj 1^ # # 
Application Number: 

[ ST.IO/C ]: 

W H A 
Applicant(s): 



200 2^ 1,^180 

#M 2002-009739 
[JP2002-009739] 




PRIORITY DOCUMENT 

SUBMITTED OR TRANSNQTTED IN 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 



200 3^ 4;^ IB 



m- fr 

Commissioner, 
Japan Patent Office 




ffigE## miE# 2003-3022202 

BEST AVAILABt J? COPY 



m ^ 

~ #2002—009739 
C^3®#-^3 TKS-4678 

m^^m^m} a23l i/oo 

A23D 7/005 
A23D 9/007 
A23C 9/00 
A23G 13/00 

mmxitmmi ^m^-mw^wmm 3ts8#i4-^ 

imrnxamm] ^mmm^wmm^mmm 203-17 

[ftmxiijgm] :^mmin-S';iirtJs±BtrpM 573-3 

[ftmxiijgBff] i«#rtm#fffr/h^M4 T a 6 6 9 - 3 
Cfti&3 mm mm 

000000941 

[^Ml&i|!g##3 005027 
[^#^^] 21,000P3 



1 



tfiliE# 2003-3022202 



" 0 0 2 — 0 0 9 7 3 9 



mw^i mmm i 
im^^^ mmm i 



2 



2003-3022202 



#2002—009739 



mm^] ' mmm 

m^m2] :3.tfdpy 0. OOl-SomMo/oW 

[^^^3] ±m:kM,i)'^> ikffammmm. %xit%m^m. y-:^^. a* 

^=L\^^j y(Dmf^:^mo 

m^m 1-5 ias<z):^a®^jt?*„ 

[0 0 0 1] 



1 



£liliE# 2003-3022202 



#2 002 — 009739 



[0 0 0 2] 

1 9^'-2 1 0. 0 iti g/g-e&S®tCMb, 7 7]^~8 1]^ 

•eii4 7. 2 n S^^W,^^^llif^m.^-^t\>X\^^ (Kalen. A. et 

al. , Lipids, 24, 579-584 (1989)) „ * 7c, 
;5tt>*'S'l4<35JliimM#m#, S'^r l/;i/^-m#©jfil^tf»rLifdp j 
AfCjti^bM^i^L/TV^'S (Triolo, L. , Nephron, 6 6, 153 
-156 (1994))^ (Folkers, K. , BioFactors, 1 
, 303-306 (1988) )o lSHlJiil-!mS#T?li> LDLzil/Xxn-;V® 
'^<Dn.\^^ J y^M.f)^WP\^X\i^^ (Kontush, A. ,et al.,A 
therosclerosis, 129, 119-126 (1997)) „ JglC 

^^tch\^X\^^Z.iLmtM-^t\^X\^^ (E. L. Ap p e 1 k V i s t et 
al. , Clinical Investigator, 71, S97-S1 
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, R. B. et al., Inter. J. Cardiology, 68, 23 
-29 (1999), Singh, R. B. et al. , Cardiovas 
c. Drugs Ther., 12, 347-353 (1998)), mB^it 

'■f^ikm-mmm'^'mmm' ruj\y^-(D^m-'^mmm (s i ngh, r 

B. et al. , Atherosclerosis, 148, 275-282 
(1999), Digiesi, V. , et al. , Curr. Therap 
. Res., 51, 668-672 (1992), UlRMM^. Pi^^^^^lfe 
, 43, 667-672 (1993), Shlmura Y. ,et al., 

mmum^, 58, 1349-1352 (1931)), ^MigiRf-h^m. l d 

^m<Dm^M^^ti^^htiX\^^ (Stocker, et al. , Mol. A 
spects Med., 18, S85-S103 (1997), Lippa, 
S. , Mol. Aspects Med. , 15, S213-S219 (199 
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5&v^>b^. )fi|5^^SS:MVNS*tc<t: y, ^ffi;&rLbf:^r>^ >S:W^t:L.:/^:ftaS:iS5tf 
. 118^. mmm&mm^i>w^f^t\>^. H{ci¥b<t±, ^^y^r^^m (can 

did a), D Fh/l/^M (P h o d o t o r u 1 a) . bU 3:;^jj<n >M (T 
richosporon) , 77^^n/'^)\/y^U (Aspergillus),^ 
:^>^:;!JXM (Monascus), n-^n^/KU-f^^ 'i'AM (Leucospo 
r i d i um) , h U;?jAM (Geotrichum) , V =l- F^^^XM 
(Pseudomonas) > Ti' n^/t^r ^ — ^ (Acromobacter 
) , i^;i/n>^7-?^^-M (Gliconobacter) , /^^nv^-feXM ( 
P a e c i 1 o my c e s ) , T t/^Emi; AM ( A c r e m o n i u m) , ^7 
>?.^^ii'M (Ustilago) , i^jxh^'^/AM (Chaetomium) , 
:7^3}fA^7 7^U "i^AM (Flabobacterium), n F:^tf U^i^M ( 
Rhodospilum), n KS^n.— F^":h>^M (Rhodopseudom 
onas) , Ti^'n/t^T^U hsM (Agrobacterium) , TiZ h/t 
^—M (Acetobacter) . T U>^>::^M (Alcaligen 
e s ) , h^:hXM (Protomonus) , A>r /i>=E:h::^M (H y p h 
omonu s) , :tUiJ^-^:^M (Oligomous) > T/n^r^y/t^^^- 
M(Protaiiiinobacter), X tf U -i^M (Supirulina 
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ikmmmKmmvr:^=L\£^ ^ y^U'ku> mmx^^<i)t.4: 0-5 o-cicm^ 

[0 0 5 6] 



1 7 



ffilE# 2003-3022202 




#2 002 — 009739 ^ 



> y ^ -BP^ V ^ It^AU nm^X mu -r -2) r ii {c J; y , :^ v n li— ^ vfifll hi 
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sfc«)S^*b<> ;l/^7^■fe&#^•^J&v^^^il 1 0-^1 2 on, m^i^. ^^u-a 
-iijclp-fes-tir-g.^^^, 4 0~1 5 o-csrg^c, 
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[0 0 5 9] 

-fbbfei^H- h~>^^M^]SM> MAli> 1 5 0 — 2 2 o*c-e, nuv^. xtf, 

[0 0 6 0] 

(om&A ^T^^yry^vi^ >-#®^#^JcigA b hismMU 

>i7y*-^®|glCigAb, ^#b:&*«^lK^^^&SAbTiiDm, 

fllm?L^®fl^^Ilsa^ r^tfrnA. 
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^^j^. r^^ti^ci^, mmm. mm^n. mmi^=L~7., 

© zL If =^ ^ > & . ds-fc b ffi V ^ s m^. mmm w/ o m%^m 

m^(D^mtmcm^^th^^<oxitfji\^^i^K pH^b^cfJfiCDa-^JClil 2 0-1 
4 or, 4-3 0#(Z)UHT^||S:^ffe)^^^:3^)^M*L/V^□ 

mtmzm^-^n^%(DXitfji^^ti^. %^tm^^mmc. i~8o%. 

<«2'-5 0%-^;i$tl^o 1 %7l^ltT'l±i^-^(7)il^f A«ilb<, 8 0% 

^■^^^^(DMmmm-^m^^m^iz^m. mmhrc^. i2o~i2 6°c, is- 

[0 0 6 2] 
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mmmi) j y^m^tLrcmmm<Dmi^ (i) 

) m) 9 9 9 gS:^y. ^Mi?«0o < nfcf^/> (^l^-fb^X 

mm)m>nm2Q. 2%) 1 g&^:%-^c:&e>5&v^a:e)^c^i>bTo^^;(J^b5^ 

bT=fe'fBrb^MM:«)^ofeo :;^fi?fi®f^t> U Jc. mstfi, i<nm. t:v»7U 

A'-A:^^, fLBi. -^f^ai^ mm> Mm. ^xj^mm-^m^^^mz^ij. -eti-^ti, 

SWEC-10 0. «fFt:^^^> (^5^) m) 0. 1%. Tx^^i?->^> 
(^•a^S : As t ax-S, >f ^ 7 :^ff IS) 0. 1 % Sr^iP ffi^ti^t 

{^#5^^, ^® 1 0 A 1 ^1 3B5tfTH2p:^M^^mS iWnmi^. 19 9 6 
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m SS) 9 9%i:3.fcfapy> (M^i^b^xm l§> 9. 2%) i 

o%s:6 0-6 5x:i^iMUht3iifi^^^ < tmwmmhfcimmm^m^s s . 

5g|S^7Kl6. 5^155: 6 0~6 5°C"e. fL-fb a? > ^ 1 5 i^P^. 
immm4. ) ^ r y h ^ U F©S^5t 

0. ssp, =^ J ^"T-riy -ho. sm> i^iy^yo. zm. i^^^>AO. 02 
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ikm.1. flJ^I|i^?L a gP, IISgM3i?#i^bfcrLif^y >$r§^>fbbfe-7-;?/ 

U > 1 5 gp $:;!JII;^. ifelP 1 2 gp, 7j< 6 3 ^M:^. 6^2 8X:iztji^ lzm±if 
> llifeM3-e#SSbfen.lfdp>^ >S:^>fl:bfc"r-?5fi; > 1 5S^jD;t, J|JC5^ 
SJilfT^:^. ^M-e7nT^>f A4 O^J-T'l^^&fTVN, ^S'tJb. /<>5^t5f>rAl 
0 b. 3}^-^ n 3 8 ic • 5 0 2 4 5 r; • 11 rS-'^et^J^n -Ji^^ 

S^b:fen-;i//i> iM$:3-ti-^;i/-et&#^, i o-fi^a® n-^:3p-9->T?2ta 
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(^»J9) ^-^^y \^^^-^<Dmm 
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JU (HLB^l) 4. 5Sg^, ZLlfapyix (®?^^fc^Xm (^) IS. mmQ2 
, 2%) 1 OgtS$:^tl^'n^lIX-T^^b, ?Sffi§:MS^b;to Wm. 6 5-7 or 
®S7K 12 12. 3 S*iasicJiJ!HI»a. 57. 6 :^if -f ^-t* b U A*8 1 

3K31A0 0 8 1 H (HLB^l 4) , 1. 8 SigP. Mi^BI 

JKfmx;?.5^;i/ (HLB#15) 3. 6M»SP. mr.mm± h V ^ 2^ 5 , 4MM 
JttJ^^^P^^tjy ^^^3. 6aMIJS:^;n^tiin;tTMl!^L/. .^[Kti&^ISbfeo 

PglSOkg/cm^ Hzi^Pi 5 0 k g / c m^) {C^;^T±i|FK'ft: b fee ri^vV^T' 
b, m:^J%2aPi (^-ISPgl 0 0 k g/cni^ HziaPiS 0 k g/cm^) 

(HMMl 6) :;?jX^-Ki'U-A(0ig5t 

||tc0^2M^t5<?b, ^;^Ml 3 T'SgJtbi^rLbf^^^ >$:m-ft;bfelliM?Ll 
0 0ml 2^{C#3^bfe^?gt2 0 0 m 1 ®p^:^$ b 2 ^^10;^. 7fc^e>l?^iif, 
/JN^I&:^^ b 2 3^ ^#5114 0 g S:StI;t i <mif-^:bit, ^ U 
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izMm : izM.n'-)V7=y^^^m. -Mmmm m) m) 20%. mit 

(mp 4 or;) 6 0%, 7^°-A?fi2 0%i: tj^^m^mM^m^ 5 Ogp. 
tfdpy IgP, l/i/^>S:0. S^P, ^y^^'U-feUKO. 3g|5, Tfcl 6g|S, :^ 
^|2ilJ, m^^b^ilbTe^^ >E S: 5 p.pmSn^, 6 0 fLftl^? 1 

fco #e)n^v-^'u > 1 3 0 g. ^liMi 3 -eiiiibi^rLtf^y ^^S'ftsbfc. 

lililLS 5ml $:7KT'2#lCf|rfibfe%C!) 1 30ml ^I^JCAtlS O'Cev-;*/ 
fe#*t&8 0 0 g$:jD;^M-a^bT> a^fc^-fefco 2 0 0 m 1 ©^IP&ISCllI 

iz^nxmmi^B^<m^'t^. smcD^iPSM-r^^jc^mr^^-^Ao. 

5 g S:m<^l|3lC^i?bT^iD-rSa ^j^V^T% Ml 0 cm^jtLVN^P^roi-^T^ 

*j/5^^'e*Sr/S^^*>i'^> 2 0 o°c.ics^«)fc5r-:f>®T^cvAtii: i 0:$5^^figb 

> +^^/S^< ^^7t'=^, MJCl 7 0X:T'!^^bt/aL-^;«!i^^5tbfeo M 

> b 2/ 3. - ijr U - A b fee 

mizmmmi 3T?ig5tbfet^j^^® 2ff#fi^M2 5 o mi i: #1^2 0 g^A 

6 g^v^4^j:<3b>^m-lf> mi^^^tf^^. 5^3 n I/- h 5 0 g $:Atife3i^'-;vJCii'^ 
bi*oAtl*>^m^fe^, Hig^l 2'^^lgbfe^U-Al 0 0ml t^mtLX. 

smiz^nxM^m-^^ -^vymizmi^An. ^^mx-^K^i^^-trnzj;^). 
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(.mmm 19) u-j]y^(Dm^ 

(^JSM2 0) /^s:;-v^;vv-::^®igit 

) m) 100g^Ati> *II^b:^53&^&S:<j!fi&10 0g2irLfcf^y>5gS:lMJC 
Ati, m5^»^$3&V%j;e>t3fei^b5&*^e>, 9 0*C-e2 0:9'|g, DT'm< 5b^# 

?iiffeo ^<z)^, iki)^^r?>v. mm^m*)^v>( h)v^^mr=.. 3l^c?^:tv^4^ 
?a5itT^icT. ^y-v;b<m<s< e)V^*-e^-:e•^c*^^^i•^, iotj(z>4^^2. s*^ 

0. 30, tKO. 20$:2i-^^®'^»JClllI;t, 1 5 2 0 X:Tt?^??M-^b;?fc*S 
\^xmfz.%s\^WL (10°C~15°C) &i{>bToiIlx.^:«)^e> 1 5TC~2 O^TT'^ 

(llj^M2 2) :7 Fl^^y e/^^^'o^at 
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Tiiss. imK:km mm^mi o%) i sgp. ^nsgp, Mi^sgp, mm. 

2 ox:t'V^m^. 1 0—1 5r;ic^aL/fc3[ea^^fi4 0^, ruf^py^i 
Sis5:;5nx., 1 5-2 or;-e^#b^^g?L'fl:^^f v^, ^©^nn-r F^;^^Mv^T 

:i<m. P^}ty tt^^-^feofeo 

(ll»J2 3) ^^hi?-9^*®$g5t 

-DX^fch. HJiMi 2xmm^hr=-=i-}:f:^ J y^%i\:,\^rcTt^^ y ~A2 7 
0 gS:?astTfe=^iti^, Mjc^#?^*iib, mmzKMnxy. Mi^is^psfey® 

(ll»J2 5) >^U>©Mi^ 

mmmi sxmMi^tt^^^^ j y^'SVc,\^rcmm%<o2m%WMi 0 0 omi 

*4 OiCjgS*"^M«)T. #«i2 5 0 g i:^IP2 5 0 g ?:-^*3ii:fc%0lC?i-^b 
fee 3CD>^U >?^S:«i*LL;tm>^U >iIlC^bA4xl 5 0X:®;t->^>T'3 0 
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imnm 2 6) 

>0. 2m^m^mWV. JE:^J;j^^$;■:^-fif-^MVM 0 0 k g/cm^-efLfb 

7K6 8g|SlC^^IEf2g|S§:^^lC»b;&j5)'5e>7}N^^:3riJ---^^'-t5C$-&> 7 or; 

15^) iS) 3 0^lcrLtrdp>^>lS&^j|?§-fefel6Hi&^^{C^iIIb. MVZIO^ 
mmWht:!^. 1 4 2'C, 2#K^||b. ffi:^j3i%^i;^':?->rif-S:MvM.o 0 k g 

(HiiM 2 8) n n >ir(Z)$gjt 

y^:;^u- 8 6 9, mm\:^^^y m) m > mmmt:7i<.^i : 2 : 
feiin^y>5riM (j^40g) (DmuKmumz 7 x-mMhtcim^mmf^^^ 1 s 

(HjBiM 2 9) ^M^(Dmj& 
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at/, SSSt'-l^KllfL/ffib. 3 Ommr^Pi-e-©^bT> m^ft^O, Smm(D 

>'<^ K^-^ir-icT, 2 6o°c, 2 e^r^Bi^fb^SLfeo ^e^tij^^M-fb^n^ 

<D^mi 0 0 gKMhx. m-mmzTvmtcm^mmms g^mmi^x. mm. 

L-2 0 0, SWtfat^> m) m) 0. JKU^'UizU >BIJKrmxx^;i/ 

(^aiS : jKxAOL- 1 0 0 A, jffiWtf^f^> iS) 0. 0 5§P, j^lglfll 

fi&^x:;?.^;!/ (HLB-l) (^^^^ : DKF-l 0, ^-X^^^ IS) 
1. 5g|S, l/i/^>^0. 4^15, rLlf:3p^ > ISO: y;&>g>|^^ggP5:m-^, *n^. 

^mi^. mmtii^r^o 7K3 oaujt^iiiM'ffc^f m^a^ x>c-f-5 7 c 
5%) , HWfc^ (*5fc) IS) iBm> y>^tfh-;v (i^ss^^: y>a/fcfh 
-;i/F (H?^^7o%) , HW^ft:^ (**) m) 2 5«is, @a^®7fc^Baisffi^i^S:m 

V%T% Jtia-e#fe#^*SI?L^b%-etl-^tl3gIS{CMb. /jN*iK^10 0S, 7K3 2gl$ 
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y^m^thr=.i}UJimmm%^ o g^mm. yi^^tu^xi o o omicDrnt^cD^vx 
%^tm^mr:io 8ox:izmm^. n^ndeomi) ic3^mbi24"c. 20 

immm 32) ;{j 7 ]y(D^m 

mmm^Og^ i^^-c^-liS 0 g. ]^.3BiHllI&^:r:X7^>n/0. 5g, Mi^m-^h 

3 3 ) m^'&^m<Dmm. 

>ry>^5^l^~M 3 0 g, :xi:f:^y >2 g:at>*5c^tf^^>E 1 g^rM-ir^^Sb 
T%-«;?fiffi#}|s(-M-^#j^#fe, ciCDm-^i^^^Uiri; > 6 1 5 g, ^ij^V^ 

vy^j^u-h (HLB12) 6 0 gj^n7i(,i 3 5 g^m^mmvt:^mmicm 

5 0 0 0 r pmlCT 1 0^m%ith. ^t-^^IL'fbffl^^^r^T^c ^^=-=l 
-«i2 0 0 g, i7Jiym5g. \£3x^yco. 5 s^mA(D:^lzmMb. 
m-f-hV^J^-^m^^XpHS. oicm^bfe^, aLiibTMffili^Mt'nvi;-::^ 

, :ifcfdpy.>S:^>ft:bfe^ttl^tM^#7^. 
(^Wi3 4) =I~tlli^CJ^^<Z)^it 

^iBiHlJKfm:^^^^;^ (HLB16) 6g, V;H:f ^ >JilM^XX7=-;V (HLB 

3 3 ffilEi^ 2 0 0 3-3 
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7) 8g, y>^i^lg> i^'^^—f-yO. 5 g, ;«7if-f >tM^ U C?A6 5 g, 
ry^n}\/'^ymirV^)'^2^Z 8 g. 7K5 5 0 g«rM-^b6 0'Clci[niab^«?b:fe 

o gfj^^. ^e^t*2 0 0 g. mt±^mi o o g, ]^igiflii»^xx5^;i/ (hlb 

1) 2g, rLif3p7>5g. 5$^fcf^^>E0. 5 g, &—^n^yQ. 5 g, 
l^i/g^>0. 3 g, h U:ny-;i/0. 3 g. dVJt5^-:^>0. ig^^i-^-b 
6 Or;{CT^fi?bfec 6 OTClC#M$*lfc:?K^B#{C, i^c < 6 orJic-fij^a^tDfei 
«ffigpS:m#b^;b^e>SliIIb^#^^bbfco ri^:v^•el 8 0 kg/cm^<Z)BE;tj{c 
T3t:^t^^:^'<XbT?L•^b?^^#:^^> 1 2 Ot:, 2 0#cDUHT^»$:4rV^^|| 

g, i^^n3.-!Bi6 0 g, ]g^!i[JilflS^x;^7^;i/0. 5 g, m^^:^hU^7Alg 
S:itlA^«?bfc^, ±IHT#:fe4ffm?L'flllgi2 0 g ^WM. H^^MXX 1 0 0 0m 

i(D%i\:m^m^~\^-'mmwi,^mf=-. 8or;{c*n^^> -^^ti (i 9 omi) 

L n - 1: - Uli^CJ^F S:#fe= 

C r j : CD (SD) '^V hWk^ 60g'-'300g) 1 6 255:4^5=^ 

$g3§bfea.if:^^y >S:^'fHbfe:ft^n-;wi>^ 1 H (3 0g) II2 
^ (MMn-;^^"^!^) li, bme^^y >$:^-(inb;^vM?^;^M7 iiin 

^lcbTig3tbfe:^^n-;w\°>$: 1 H IM (3 o g) S3i^ i=L\£^ 

jyi^v^-m) HSiMi n?$g5tbfc3.if^>^>$:S'ft;bfe^^y^-&i 

0 4M (.2 8g) ^4f^ (^M^^^y^-^) mmUhX. rLtf^r^^ 

$:^iIlb;&vx-ell|gMi 1 }inmz.\^xm^hr^if 0 4M (2 8 g) 

7jcl*©©Smi:bT IMf^MWbfeo 1 Mr^B®l9x-T-;i/^^^T. m§P 
y^lfitbfco M^bfcifeSll. 0mliC7K2. Oml. 3i^5?y-;b4. 
0ml. n-'XJapiJ-vi 0. Oml^mtkmX.. m^^^Wih<MMh. ^^^h^ 

mi^xumiz^mht^o mmmmm^i^-mv. ay®7X»tcn-/sdp-9->i o. 
omi &iDAiii#0ttm^#^2ia^yjgb, #e>ti?^^a^^Ji&-^-b, m 
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&rmm^M^i^nmm^mr=.. rnhntcmmm^ 250^1 j-jv: 1 
Nm.wt (9 9:1, v/v) izmm^. ^<dio /ii ^MMm^^ h ^'^y 

: YMC-P a c KR&D ODS, 2 5 0X4. 6 mm (YM 
CtfcSS) > #t&*B : 0 . 5M N a C 1 O^/CgHgOH : CH3OH : CH3C 
N : 7 0%HC 1 O4 (4 0 0 : 3 0 0 : '3 0 0 : 1, v : v) ^tti^feS : 2 7 
5nm 1 m 1 /m i n T^mMl^tco M:^> ^Mn -;i'/1>^<Z)jfiltf 

tf^y >|g;glj:4H^i^0. 0 1 ^ g/m 1 -efeofcCDJC^U. =l}^^J>U- 
JVAymX'lit. 0. 4 6a g/ml >f y'Mm.(D±M-i)^mi^^ 

tlfeo llI^lC^m^>y=3p-^l?liO. 0 1 /i g/ml T'&ofcCDlC^U, O-lfdr 

jy^y^-^'^lt. 0. 4 8 /4 g/mi'i?feofco -firfiti^tTdpy >^>ft;tfe® 

[0 0 6 4] 

(5D^tS&b^A^&. |§^S3i:^<, Jli^6^lcrLl^:^ry >^MS:^#T'^S:feia 
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